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ITEM 13.1.
Request aquJubstifica’tion for 3-}"?‘: Marketing Exclusivity
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Wamer-Lambert requests 3 years of market exclusivity for Rezulin™ (troglitazone)

tablets for treatment of type II diabetes in combination with metformin. The active -
ingredient in Rezulin is troglitazone. Troglitazone has not been previously approved for

the indication being sought in this supplement. Within the meaning of FDA's proposed

regulations implementing the Drug Price Competition and Patent Term Restoration Act

of 1984, Rezulin is entitled to 3 years of exclusivity pursuant to those regulations, the

statute, and the case law.

Troglitazone qualifies fbr 3 years of market exclusivity pursuant to
21 USC §355G)(4)(D) (i) and (c)(3)(D)(iv).

1. We have searched the scientific literature and lists of approved drug applications. To
the best of our knowledge, troglitazone, in combination with metformin for patients
with type 2 diabetes, for which approval is sought in this application, has never been
approved in another drug product in the US either as a single entity or as part of a
combination product.

2a. Clinical investigations, other than bioavailability or bioequivalence studies, were

submitted to support this application. Warner-Lambert Company certifies that, to the

best of applicant's knowledge, these clinical studies have not formed part of the basis

of a finding of substantial evidence of effectiveness for a previously approved new

“drug application. _ -

b.  The new clinical investigations can be found in Item 8 of the application,
SNDA No. 20-720, filed concurrently herewith.

3a. Attached is a list of all published studies and publicly available reports of clinical
investigations known to the applicant that are relevant to support the application.

Warner-Lambert Company certifies that applicant has thoroughly searched the
scientific literature and that the list of published studies and publicly available
reports is complete and accurate.
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application could not have been approved without the new clinical investi gations.
The published studies noted in 3.a above are not sufficient to support the approval of

the application.

4. Warner-Lambert Company is the sponsor named in the F orm FDA 1571 for

IND{ w:}‘undcr which one clinical investigation identified in 2 above was

perfox:ined.
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Exclusivity Checklist

NDA: Zp~23.0
Trade Name: /CE€ERVLIN/

Generic Name: / %2@ 4 Zﬁi 5@/&/6
Applicant Name: ~RpKe ~ JAV)S
Division: /AP - S /0

Project Manager: /[, JUERF/Z
Approval Date: (, /16/S T

PART I: IS AN EXCLUSIVITY DETERMINATION NEEDED?
1. An exclusivity determination will be made for all original applications, but only for certain
supplements. Complete Parts II and III of this Exclusivity Summary only if you answer "yes" to
one or more of the following questions about the submission.

a. Is it an original NDA? es o | —
b._Is it an effectiveness supplement? _IYes |[— [No
c. Ifyes, what type? (SE1, SE2, etc.) £~/

Did it require the review of clinical data other than to support | ——~
a safety-claim or change in labeling related to safety? (If it required _@’ No
review only of bioavailability or bioequivalence data, answer "no.")
If your answer is "no" because you believe the study is a bioavailability study and,
therefore, not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that the study was not simply
a bioavailability study.

Explanation:

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

Explanation:
d. Did the applicant request exclusivity? es ) | No |
If the answer to (d) is "yes," how many years of exclusivity
did the applicant request? 3 en RS

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS.

2. Has a product with the same active ingredient(s), dosage form,
strength, route of administration, and dosing schedule previously [Yes (__ﬁg:;
- |been approved by FDA for the same use?
If yes, NDA #
Drug Name:

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE
SIGNATURE BLOCKS.

3. Is this drug product or indication a DESI upgrade? Iyes | o J
IF THE ANSWER TO QUESTION 3 IS "YES," GO DIRECTLY TO THE
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SIGNATURE BLOCKS (even if a study was required for the upgrade).

PART II: FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL EN TITIES
(Answer either #1 or #2, as appropriate)
1. Single active ingredient product. 0
Has FDA previously approved under section 505 of the Act any -
drug product containing the same active moiety as the drug under
consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has been
reviously approved, but this particular form of the active moiety,
.8, this particular ester or salt (including salts with hydrogen or @ [No
oordination bonding) or other non-covalent derivative (such as a
complex, chelate, or clathrate) has not been approved. Answer "no"
if the compound requires metabolic conversion (other than
eesterification of an esterified form of the drug) to produce an
already approved active moiety.

If "yes," identify the approved drug product(s) containing the active moiety, and, if known,
he NDA #(s). 20 ~Fap

Drug Product K €200~
NDA #

Drug Product

' NDA # -
Drug Product
NDA #

2. Combination product. Yes
If the product contains more than one active moiety (as defined in
Part II, #1), has FDA previously approved an application under
section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one
never-before-approved active moiety and one previously approved
active moiety, answer "yes." (An active moiety that is marketed
under an OTC monograph, but that was never approved under an
NDA, is considered not previously approved.)

If "yes," identify the approved drug product(s) containing the active moiety, and, if known,
the NDA #(s).

Drug Product
NDA #
Drug Product
NDA #
Drug Product
NDA #

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PARTIT IS "N 0," GO DIRECTLY
TO THE SIGNATURE BLOCKS. IF "YES," GO TO PART III.

‘o\

Yes No -

| PART III: THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

| To qualify for three years of exclusivity, an application or supplement must contain "reports of
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ew clinical investigations (other than bioavailability studies) essential to the approval of the -
application and conducted or sponsored by the applicant." This section should be completed
only if the answer to PART II, Question 1 or 2, was "yes."

1. Does the application contain reports of clinical investigations?
(The Agency interprets "clinical investigations" to mean
investigations conducted on humans other than bioavailability -
studies.) If the application contains clinical investigations only by
virtue of a right of reference to clinical investigations in another - - - ‘@ INo
Epp]ication, answer "yes," then skip to question 3(a). If the answer

0 3(a) is "yes" for any investigation referred to in another
pplication, do not complete remainder of summary for that
investigation.
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS.
2. A clinical investigation is "essential to the approval" if the Agency could not have approved
the application or supplement without relying on that investigation. Thus, the investigation is
not essential to the approval if 1) no clinical investigation is necessary to support the
supplement or application in light of previously approved applications (i.e., information other
than clinical trials, such as bioavailability data, would be sufficient to provide a basis for
approval as an ANDA or 505(b)(2) application because of what is already known about a
reviously approved product), or 2) there are published reports of studies (other than those
conducted or sponsored by the applicant) or other publicly available data that independently
! would have been sufficient to Support approval of the application, without reference to the
clinical investigation submitted in the application. For the purposes of this section, studies
comparing two products with the same ingredient(s) are considered to be bioavailability studies.
a) Inlight of previously approved applications, is a clinical
investigation (either conducted by the applicant or available from C)
some other source, including the published literature) necessary to &
support approval of the application or supplement?
If "no," state the basis for your conclusion that a clinical trial is not necessary for
approval AND GO DIRECTLY TO SIGNATURE BLOCKS.

Basis for conclusion:

[No

b) Did the applicant submit a list of published studies relevant to
the safety and effectiveness of this drug product and a statement that m No
the publicly available data would not independently support approval N
f the application?
1) If the answer to 2 b) is "yes," do you personally know of
any reason to disagree with the applicant's conclusion? If not Yes @
applicable, answer NO.
If yes, explain:
{ 2) Ifthe answer to 2 b) is "1no," are you aware of published
studies not conducted or sponsored by the applicant or other Ves No

publicly available data that could independently demonstrate the
safety and effectiveness of this drug product?
If yes, explain:




(1) If the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applZcant’s
conclusion? If not applicable, answer NO.

YES /_ / NO /Y /

If vyes, éxpiaih;‘

(2) If the answer to 2(b) is "no," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could
independently demonstrate the safety and effectiveness of
this drug product?

YES /__ / No / |/

If yes, explain:

(c) If the answers to (b) (1) and (b) (2) were both "npo,™
identify the «c¢linical investigations submitted in the
application that are essential to the approval:

SAdy /OS5 ar e

Studies comparing two products with the same ingredient (s) are
considered to be biocavailability studies for the purpose of this
section.

3. In addition to being essential, investigations must be "new" to
support  exclusivity. The agency interprets ‘"new clinical
investigation" to mean an investigation that 1) has not been relied
on by the agency to demonstrate the effectiveness of a previously
approved drug for any indication and 2) does not duplicate the

product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved
application.

Page 6
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¢) Ifthe answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations
submitted in the application that are essential to the approval:

Investigation #1, Study #: ‘ Syury 105 on—
Investigation #2, Study #: ; "9/ - /07
Investigation #3, Study #: :

3. In addition to being essential, investigations must be "new" to support exclusivity. The
agency interprets "new clinical investigation" to mean an investigation that 1) has not been
relied on by the agency to demonstrate the effectiveness of a previously approved drug for any
indication and 2) does not duplicate the results of another investigation that was relied on by
the agency to demonstrate the effectiveness of a previously approved drug product, i.e., does
not redemonstrate something the agency considers to have been demonstrated in an already
approved application.

a) For each investigation identified as "essential to the approval," has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug
troduct? (If the investigation was relied on only to support the safety of a previously approved
rug, answer "no.")

Investigation #1 - es Mo )
Investigation #2 _ Yes [No
Investigation #3 Yes No

If you have answered "yes" for one or more investigations, identify each such
investigation and the NDA in which each was relied upon:
Investigation #1 -- NDA Number
Investigation #2 -- NDA Number
Investigation #3 -- NDA Number
b) For each investigation identified as "essential to the approval,” does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?

Investigation #1 es Ko )
Investigation #2 Yes 0
Investigation #3 Yes [No

If you have answered "yes" for one or more investigations, identify the NDA in which a
similar investigation was relied on:
Investigation #1 -- NDA Number
Investigation #2 -- NDA Number
Investigation #3 -- NDA Number
If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the
application or supplement that is essential to the approval (i.e., the investigations listed in #2(c),
less any that are not "new"): '

Investigation #1 Sivoy 7%/-/0)"
Investigation #2 ’
Investigation #3

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was "conducted or sponsored
by" the applicant if, before or during the conduct of the investigation, 1) the applicant was the
sponsor of the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or
its predecessor in interest) provided substantial support for the study. Ordinarily, substantial
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Signature of PM/CSO B

Date: o / S/ \\

Original NDA
Division File ‘
HFD-93 Mary Ann Holovac

APPEARS THIS WAY
ON ORIGINAL
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Pediatric Page Printout for JENA WEBER Page 1 of 1

PEDIATRIC PAGE

(Complete for all original application and all efficacy supplements)

NDA/BLA 20720 Trade Name: REZULIN (TROGLITAZONE) TABS

Number: 200MG/400MG
Supplement 12 Generic TROGLITAZONE
Number: Name:
Supplement SEl Dosage Form:TAB
Type: —
Provides for the use of Rezulin in combination

Regulatory Proposed - . , X

. PN . . with metformin and sulfonylurea in patients
Action: Indication: ‘

with type 2 diabetes.

ARE THERE PEDIATRIC STUDIES IN THIS SUBMISSION?
NO, No waiver and no pediatric data

What are the INTENDED Pediatric Age Groups for this submission?
NeoNates (0-30 Days ) Children (25 Months-12 years)
Infants (1-24 Months) Adolescents (13-16 Years)

J—

Label ‘Adequacy Does Not Apply
Formulation Status
Studies Needed

Study Status

Are there any Pediatric Phase 4 Commitments in the Action Letter for the Original -
Submission? NO

COMMENTS:
Pediatric Plan requested in AP letter dated 6/16/99

This Pa s completed based on information from a PROJECT MANAGER/CONSUMER

SAE FICER, JENA WEBER
Signature =i

http://cdsmlweb1/PediTrack/editdata_firm.cfm?ApN=20720&SN=12&ID=524  6/27/99 ‘
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ITEM 13.2.
Certification of Generic Drug Enforcement Act of 1992

Warner-Lambert Company certifies that it is not debarred, and to the best of its

, knowledge Warmner-Lambert Company did not and will not use In any capacity the

) services of any person debarred under Section 306(a) or 306(b) of the Federal Food,
Drug, and Cosmetic Act in connection with this application.
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NDA 20-720/8-012
Rezulin (troglitazone) Tablets —
Parke-Davis

Date of original submission: November 18, 1998
Supplement provides for the use Rezulin in combination with
Metformin and Metformin and Sulfonylureas in patients with type 2
diabetes.

1. NO DSI audit was needed or requested.

2. No Federal Register notices were published regarding
this efficacy supplement.

3. No chemistry (including EER/FONSI), statistical or

pharmacology reviews are included in this action
prackage, as they were not required.

Prsin Y
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Jena Weber, RHPM
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